CORRESPONDENCE
We read with great interest the Review by Forner et 1 which contrasts with previous articles from the Barcelona Clinic Liver Cancer (BCLC) group. 2 We also applaud their suggestion that patients with a single large tumour (>5 cm) and no vascular invasion can benefit from hepatic resection, when technically feasible. 1 This article, written by members of the highly influential BCLC group, might help advance HCC treatment by updating diagnostic guidelines and providing tentative support for less restrictive use of hepatic resection. At the same time, the Review contains some statements regarding the treatment of intermediate-stage HCC that might not adequately reflect the available clinical evidence; these statements, in our opinion, overemphasize the appropriateness of transarterial chemoembolization (TACE) and sorafenib therapy, and severely u nderestimate the usefulness of hepatic resection.
Forner et al. 1 4 In addition, TACE outcomes depend strongly on the specific techniques and chemoembolization agents used. Indeed, in a Cochrane systematic review article published in 2011, 5 it was concluded that the available evidence does not clearly argue for or against the use of TACE for the treatment of patients with unresectable HCC. Moreover, some absolute and relative contraindications for TACE exist; as guidelines from Japan, Europe and the BCLC group itself indicate, not all patients with intermediate-stage HCC are eligible for TACE, nor do they all benefit from this treatment. 1, 6, 7 Moreover, the optimal criteria for selecting patients for TACE, for scheduling of repeat treatments, and for the termination of treatment remain unknown. Furthermore, TACE is associated with a wide range of adverse events. 5 For patients with intermediate-stage HCC, treatments that are more aggressive than TACE might need to be considered for firstline therapy. For example, TACE with drugeluting beads (DEB-TACE) might provide a more-reliable survival benefit with a reduced frequency of chemotherapy-related adverse events. Two case series, one comprising 173 patients and the other 104 patients with early-stage or intermediate-stage HCC who were not candidates for curative treatment, reported respective median overall survival durations of 43.8 months and 48.6 months after DEB-TACE; 8,9 median overall survival was 47.7 months specifically among patients with intermediate-stage disease in one of these studies. 9 Additional larger studies, preferably with parallel comparison groups, are needed to verify this clinical benefit. Another more-aggressive technique than TACE is transarterial radioembolization (TARE), which has been proposed for patients with unresectable HCC who are not suited for ablation therapy. 10 Nonrandomized prospective studies have suggested that TARE is associated with a median overall survival of around 17 months in patients with intermediate-stage HCC. 10 However, larger studies, preferably comparing TARE with TACE and/or sorafenib treatment, are needed. Forner et al. 1 also indicate that sorafenib is considered the standard treatment for advanced-stage HCC. However, this statement requires strong qualification in light of the clinical evidence. In the SHARP trial, 11 sorafenib was associated with a median overall survival of 14.5 months among 54 patients with intermediate-stage HCC-only 3.1 months longer than the median survival of 11.4 months reported for the 51 patients in the placebo group. In addition, the GIDEON study 12 observed that sorafenib therapy was associated with adverse events in 69% and 66% of patients with intermediate-stage and advanced-stage disease, respectively; the correspond ing rates of serious adverse events were 32% and 38%. 12 The BCLC group has reported a median survival of 16 months for previously untreated patients with intermediate-stage HCC, 13 which is longer than the 14.5 months survival duration reported for similar patients treated with sorafenib in the SHARP trial. 11 Thus, the limited efficacy and high risk of adverse events associated with sorafenib therapy, coupled with the drug's high cost, suggest that it should not be considered the standard treatment for advanced- 15 the corresponding survival for patients treated with TACE was 14 months. More recently, we systematically reviewed 50 studies that investigated the use of hepatic resection to treat large (≥5 cm) or multinodular HCC, and 24 studies that investigated resection to treat HCC with macrovascular invasion (comprising 14,808 patients and 4,389 patients, respectively). 16 The median 5-year overall survival after resection of large or multinodular HCC was 42% for Asians patients and 32% for other ethnic groups. 16 In the patients with HCC and macrovascular involvement, median 5-year overall survival was as high as 14-18%. 16 This trend in overall survival improvement has been increasing over the past several decades among patients with either of these forms of HCC, 16 suggesting that survival might continue to increase as surgical techniques and perioperative care improve.
To assess the efficacy of hepatic resection in patients with intermediate-stage HCC in more detail, we retrospectively reanalysed patients who underwent initial potentially curative resection at our two hospitals between January 2000 to December 2010. 4, 17 Subgroup analysis of data from 1,182 patients revealed that those with a single tumour >5 cm had a longer median survival duration and a higher rate of overall survival than patients with 2-3 tumours with a maximal diameter >3 cm or patients with >3 tumours of any size ( 
